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CLAIMS 

What is claimed is: 

1 . A compound of Fomiula (I): 




(I) 

or a salt, solvate, or physiologically functional derivative thereof, wherein 
D is N or CH; 

is aryl or heteroaryl, where said aryl or said heteroaryl may be optionally 
substituted one or more times with d-Ce alkyi, Ci-Ce alkoxy, Ci-Ce alkylthio, Ci-Ce 
alkylsulfinyl, Ci-Ce alkylsulfonyl, oxo, hydroxy, mercapto, carboxy. tetrazolyl, 
carbamoyl optionally substituted with alkyI, aminosulfonyl optionally substituted by 
alkyI, acjf\, aroyi, heteroaroyl, acyloxy, aroyloxy, heteroaroyloxy, alkoxycarbonyl, 
lialogen, Ci-Ce haloalkyi, hetero(^clyl, heteroaryl, aryl, cyano, azido, nitro, or -NR*R*; 

a is 1 or 2; 
yis 0, 1, or 2; 

R2 is hydrogen. Ci.Ce alkyi, d-Ce alkenyl. Ci.Ce alkynyl. Ci.Ce haloalkyi. C3.C7 
cycloalkyi, halogen, heterocyclyl, aryl. heteroaryl, cyano, azido, nitro, -OR**, -OR*R*, 
-R^R^ -R«R". S(0)yR^ -C(0)R^ -C(0)OR''. -C(0)NR^R^ ^^R•(C=NR'*)NR''R^ - 
OC(0)NR'»R^ -0C(O)0R^ -C(=NR*)NR'*RVNR*R^ -OC(0)R^ or -NR^C(0)R^; 

R'is -(Q)p-(Q') 
where 

Qis O, N(R*)orS(0)y, 
p is 0 or 1, 
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y is 0, 1 , or 2, and 

is Ci.CealkyI, Cg-Czcycloalkyl, Ci.Ce haloalkyi, aryl, aryl substituted 
with -C(0)N(H)R«NR*R5or-OC(H)(OH)R*NR'*R^ heteroaryl. aralltyl. 
or -R^NR*R^ 

and R^ are independently hydrogen. Ci.Caall^yl. C3-C7cycloaII<yl, or R"* and R' 
together with the nitrogen atom to which they are bound forni a hetero<yclyl; 

R^ is alkylene, arylene, heteroarylene, cycloalkylene, alkenylene, cydoalkenylene, or 
alkynylene; 

R^ is hydrogen. Ci.CealkyI, Ci.Ce alkenyl. Ci.Ce alkynyl, -NR*R^ aryl, aralkyl. 
heteroaryl, cycloalkyl. heterocyclyl, -S(0)yR*. -C(0)R^ -C(0)OR^ -C(0)NR^R^ - 
S(0)2NR*R^ 

-NR■(C=NR'*)NR^R^ -OC(0)NR'^R^ -OC(0)OR«, -C(=NR'*)NR^R=. -NR'•R^ or- 
NR'C(0)R^ 

R" is hydrogen. Ci.CealkyI, Ci.Ce alkenyl, Ci.Ce alkynyl, -NR''R^ aryl, aralkyl, 
heteroaryl. cycloalkyl, heterocyclyl, or -S(0)2R^ 

R' is CvCealkyi or Ci.Ce haloalkyi; 
R' is C1-C3 alkylene; and 

R" is -OR^, -OC(0)NR*R», -OC(0)OR^ -OC(0)R^ 

2. The compound of claim 1 wherein R^ is optionally substituted aryl. 

3. The compound of claim 2 wherein R\ is optionally substituted phenyl. 

4. The compound of claim 3 wherein R^ is phenyl is substituted in the para 
position. 

5. The compound of claim 1 wherein R^ is further defined wherein Q is N(R®), 
where R" is H, p is 1 .Jnd is optionally substituted aryl. 

6. The compound of'i|^ 5 wherein Q'' is optionally substituted phenyl. 

7. The compound dl^daim 6 wherein the phenyl is substituted In the meta or 
para position. 
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8. A method for the treatment or prophylaxis of a disorder in a mammal, said 
disorder being characterized by misregulation of GSK-3, comprising 
administering a compound of Fomriula (I): 



or a salt, solvate, or physiologically functional derivative thereof, wherein 
DisNorCH; 

is hydrogen, Ci-Ce alkyi, C1-C4 alkenyl, C1-C4 alkynyl, C1-C3 alkoxy, halogen, 
hydroxy, cyano, -S(0)yCi-C3 alkyI, -NR*R®, aryl, or heteroaryl, where said aryl or said 
heteroaryl may be optionally substituted one or more times with Ci-Ce alkyI, Ci-Ce 
alkoxy, CrCe alkylthio, Ci-Ce alkylsulfinyi, Ci-Ce alkylsulfonyl, 0x0, hydroxy, 
mercapto, carboxy, tetrazoiyi, carbamoyl optionally substituted with aikyi, 
aminosuifonyl optionally substituted by alkyI, ac^, aroyi, heteroaroyi, acyloxy, 
aroyloxy, heteroaroyloxy, alkoxycarbonyl, halogen, Ci-Ce haloalkyi, heterocyclyl, 
heteroaryl, aryl, cyano, azido, nitro, or -NR*R^; 

a is 1 or 2; 
y is 0, 1, or 2; 

R^ is hydrogen, Ci.CealkyI, Ci.Ce alkenyl, Ci.Ce alkynyl. Ci.Ce haloalkyi, C3.C7 
cycloalkyi, halogen, heterocyclyl, aryl, heteroaryl, cyano, azido, nItro, -OR^, -OR^R®, 
-R^R^, -R®R". S(0)yR^ -C(0)R^ -C(0)OR^ -C(0)NR^R^, -NRXC=NR^)NR^R^ - 
OC(0)NR^R^ -OC(0)OR^, .C(=NR^)NR^RVNR^R^ -OC(6)R^. -NR^C(0)R^; 

R^is .(Q)p-(Q^) 
where 




(I) 



Q is O, N(R®) or S(0)y, p is 0 or 1. y is 0, 1, or 2 and 
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Is Ci.CealkyI, Cs-CycycloalkyI, Ci.Ce haloalkyl, aryl, aryl substituted 
with -C(0)N(H)R®NR^R^ or -OC{H)(OH)R®NR^R^ . heteroaryl. aralkyi, or-R®NR^R^ 

R"* and R^ are independently hydrogen, CilCaalkyI, Cs-CTcycloalkyl, or R"* and R^, 
together with the nitrogen atom to which they are bound, fomri a heterocyclyl; 

R® is alkylene, arylene, heteroaryiene, cycloalkylene, alkenylene, cycloalkenylene, 
and alkynylene; 

R^ is hydrogen, Ci.CealkyI, Ci-Cealkenyl, Ci-Csalkynyl, -NR'^R^ , aryl, aralkyl, 
heteroaryl, cycloalkyi, heterocyclyl, -S(0)yR^ -C(0)R®. -C(0)OR^, -C(0)NR'^R®, - 
S(0)2NR^R^, 

-NR'(C=NR^)NR^R^ -OC(0)NR^R^ -OC(0)OR®. .C(=NR^)NR^R^ -NR^R^ .- 
NR^C(0)R^ 

is hydrogen, Ci.CealkyI, Ci.Cealkenyl, Ci.Ce alkynyl, -NR'^R^ aryl, aralkyl, 
heteroaryl, cycloalkyi, heterocyclyl, or -S(0)2R^; 

R^ is Ci.CealkyI or C^Ce haloalkyl; 

R is Ci-Cs alkylene; and 

R" is -OR^ -OC(0)NR^R®, -OC(0)OR^ -OC(0)R^ 

9. The compound of claim 8 wherein R^ Is optionally substituted aryl. 

10. The compound of claim 9 wherein R'* is optionally substituted phenyl. 

1 1 . The compound of claim 10 wherein R^ is phenyl Is substituted In the para 
position. 

12. The compound of claim 8 wherein R® is further defined wherein Q Is N(R®), 
where R^ is H, p is 1 , and is optionally substituted aryl. 

13. The compound of dalm 12 wherein Is optionally substituted phenyl. 

14. The compound of claim 13 wherein the phenyl is substituted In the meta or 
para position. 

15. A method as claimed In claim 14, wherein the compound Is selected from the 
group consisting of: 
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N-Cyclopropyl-4-pyrazoIo[1,5-b]pyrldazin-3-yl-2-pyrimidinamine; 

N-CycIopropyl-N-methyl-4-pyrazolo[1.5-b]pyrida2in-3-yl-2-pyrimidinam 

4-Pyrazolo[1,5-b]pyrida2in-3-yl-N-(2,2,2-trifluoroethyl)-2-pyrimidinam 

N-Phenyl-4-pyrazolo[1,5-b]pyrldazin-3-yl-2-pyrimidinamine; 

N-(4-ChIorophenyl)-4-pyrazolo[1,5-b]pyridazin-3-yl-2-pyrimidjnami^ 

N-(4-Fluorophenyl)-4-pyrazolo[1 ,5-b]pyridazin-3-yl-2-pyrimidinamine; 

3- [(4-Pyrazolo[1,5-b]pyridazin-3-yl-2-pyrimidlnyl)amlnolbenzonitrn 

4- [(4-Pyrazolo[1 ,5-b]pyridazin-3-yl-2-pyrimidinyl)amino]benzoic add; 
4-Pyrazolo[1,5-b]pyridazin-3-yl-N-[3-(trifluoromethyl)phenyl]-2-pyrimidinamin^ 
N-(3-Nitrophenyl)-4-pyrazolo[1,5-b]pyridazln-3-yl-2-pyrimidinamine; 
N-(2-Chlorophenyl)-4-pyrazolo[1,5-b]pyridazin-3-yl-2-pyrimidinamine; 
N-(4-Methoxyphenyl)-4-pyrazolo[1,5-b]pyridazin-3-yl-2-pyrimidinamjne; 
4-Pyrazolo[1,5-b]pyridazin-3-yl-N-(3,4,5-trimethoxyphenyl)-2-pyrimidinamin 
N43-(1,3-Oxazol-5-yl)phenyn-4-pyrazolo[1,5-b]pyridazin-3-yl-2-pyrimidinam 
N-(4-Pyrazolo[1,5-b]pyridazln-3-yl-2-pyrimidinyl)-1H-benzimidazol-6-am'me; 
N-(4-Pyrazolo[1.5-b]pyridazin-3-yl-2-pyrimidinyl)-1,3-benzoxazol-2-amine; 
N-{6-Chloro-1H-benzimidazol-2-yl)-N-{4-pyrazolo[1,5-b]pyridazln-3-yl-2- 
pyrimidinyl)amine; 

N-(4-Chlorobenzyl)-4-pyrazolo[1,5-b]pyridaan-3-yl-2-pyrimidlnamine; 
N\N'*-Dimethyl-N^-(4-pyrazolo[1,5-blpyridazin-3-yl-2-pyrimidinyl)-1,3- 
propanediamine; 

N-[3-(4-Morpholinyl)propyQ-4-pyrazolo[1,5-b]pyridazln-3-yl-2-pyrim 

N-[3-(4-Methyl-1-piperazmyl)propyl]-4-pyrazoIo[1,5-b]pyridazln-3-yl-^^ 

H34(4-Pyrazolo[1,5-blpyrldazin-3-yl-2-pyrimidinyl)amino]propyl}-2-pyTO^ 

N-I3-Chloro-4-(4-methyl-1-plperazinyl)phenyQ-4-pyrazolo[1,5-b]pyrldazln-3^^ 

pyrimidinamine; 

N-[4-(4-Methyl-1 -pipera2lnyl)phenyll-4-pyrazolo[1 ,5-b]pyrldazin-3-yl-2- 
pyrimidinamine; 

N-[3-Methyl-4-(4-methyl-1 -piperazinyl)phenyl]-4-pyrazolo[1 ,5-blpyridazin-3-yl-2- 
pyrimidinamine; 

N-[4-(4-MethyH -piperazinyl)-3-(trifluoromethyl)phenyl]-4-pyrazolo[1 ,5-b]pyrldazin-3- 
yl-2-pyrimidinamine; 

N-[3-Chloro-4-(4-morphorinyl)phenyl]-4-pyra2olo[1,5-blpyridazi^ 
pyrimidinamine; 

N-{4-[(Dietliylamino)methyllphenyl}-4-pyrazolo[1,5-b]pyridazin-3-^^^ 
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N-[2-(Diethylamino)ethyl]-4-[(4-pyrazolo[1,5-b]pyridazin-3-yl-2- 
pyrimidinyl)amino]benzamide; 

N-Cyclopropyl-4-(2-methyIpyrazolo[1,5-b]pyridazin-3-yl)-2-pyrimidinamine; 
N-Cyclopropyl-4-(2-ethylpyrazoIo[1,5-b]pyridazin-3-yl)-2-pyrimidinamine; 
4-(2-Butylpyrazolo[1,5-b]pyridazin-3-yl)-N--cyclopropyl-2-pyrimidinamine; 
N-[4-(4-Methyl-1-plperazinyl)phenyl]-4-(2-methylpyrazolo[1 ,5-b]pyridazin-3-yl)-2- 
pyrimidinamine; 

4-(2-Ethylpyrazolo[1 ,5-blpyridazin-3-yl)-N-[4-(4-methyl-1 -plpera^^^ 
pyrimidinamine; 

4-(2-Butylpyrazolo[1 ,5-blpyridazin-3-yl)-N-[4-(4-methyl-1 -piperaziny^ 
pyrimidinamine; 

N-Cyclopropyl-4-(6-methoxypyrazolo[1,5-b]pyridazin-3-yl)-2-pyrimidinamine; 
4-(6-Methoxypyrazolo[1 ,5-b]pyridazin-3-yl)-N-[4-(4-methyl-1-piperazinyl)phenyl]-2- 
pyrimidinamine; 

3-[2-(Cyclopropylamino)-4-pyrimidinyl]pyrazolo[1,5-b]pyridazin-6-oI; 
N-CycIopropyl-4-(6-isopropoxypyrazolo[1,5-b]pyridazin-3-yl)-2-pyrimidinamine; 
N-[4-(6-lsopropoxypyrazolo[1,5-b]pyridazin-3-yl)-2-pyrimidinyll-N-[4-(4-meth 
piperazinyl)phenyl]amine; 

3- t2-(CydopropylaminoH-pyrimidinyripyrazoIo[1,5-b]pyridazln-6-yl 
trifluoromethanesulfonate; 

4- [6-(2-Chlorophenyl)pyrazolo[1.5-b]pyridazjn-3-yl]-N-cyclopropyl-2-pyrimidinamine; 
N-Cyclopropyl-4-[6-(24hienyl)pyrazolo[1,5-b]pyridazin-3-yl]^^^ 
N-Cyclopropyl-4-[6-(4-fluorophenyl)pyrazolo[1,5-b]pyrldazin-3-yl]-2-pyrimld^ 
N-Cyclopropyl-4-(6-vlnylpyrazolo[1,5-b]pyridazin-3-yl)-2-pyrimidinamlne; 
N-Cyclopropyl-4-[6-(4-morphollnyl)pyrazoIo[1,5-b]pyridazin-3-yQ-2-pyri 
N-C^clopentyl-3-[2-(cyclopropylamlno)-4-pyrimldinyllpyrazolo[1,5-b]pyrW 

amine; 

N-Cyclopropyl-4-I6-(1 -pyrrolidlnyI)pyrazolo[1 ,5-b]pyridazln-3-yll-2-pyrimidinamine; 

N-Cyclopropyl-4-[6-(2-fluoro-4-pyridinyl)pyrazolo[1,5-b^ 

pyrimidinamine; 

N-Cyclopropyl-4-[6-(piienylsulfanyl)pyrazolo[1,5-b]pyridazin-3-yl]-2-py^^ 
4-[6-(4-Fluoroplienyl)pyrazolo[1,5-b]pyridazin-3-yQ-N-(4-methox^ 
pyrimidinamine; ^ 

4-[6-{4-Fiuoropiienyi)pyrazoIo[1 ,5-b]pyrldazin-3-yl]-N-[4-(4-metiiyl-1 - 
piperazlnyl)phenyO-2-pyrimldinam!ne; 
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N\N^-Dimethyl-N^-{4-[6-(4-morphorinyl)pyrazolo[1,5-b]pyrida^^ 
1 ,4-benzenediamine; 

1 - (Dimethylamino)-3-[4-({4-[6-(4-morpholinyl)pyrazolo[1 .5-b]pyri 
pyrimidinyl}amino)phenoxy]-2-propanol; 

N-(1 ,3-benzodloxol-5-yl)-4-pyrazolo[1 ,5-b]pyrida2ln-3-yl-2-pyrimi^ 

N-(2,3-Dihydro-1,4-benzodioxin-6-yl)-4-pyrazolo[1,5-blpyridazin-3-yl-2- 

pyrimidinamine; 

N-[3-Methoxy-5-(trlfIuoromethyl)phenyQ-4-pyrazolo[1,5-b]pyridazin-3-y^^^^ 
pyrimidinamine; 

4-[(4-Pyrazolo[1 ,5-b]pyridazin-3-yh2-pyrimidinyl)amino]benzonitrile; 

N-(4-Nltroplienyl)-4-pyrazolo[1,5-b]pyridazin-3-yl-2-pyrimidinamine; 

N-(3-Methoxyphenyl)-4-pyrazolo[1,5-b]pyridazin-3-yl-2-pyrimidinamine; 

N-(3,5-Dlmethylphenyl)-4-pyrazolo[1,5-b]pyridazin-3-yl-2-pyrlmidinamine; 

4-[2-(4-methoxyphenyl)pyrazoIo[1,5-b]pyridazin-3-yl]-N-plienylpyrimidin-2-amine; 

4-[2-(4-methoxyphenyl)pyrazolo[1 ,5-b]pyridazin-3-yll-N-[3- 

(trlfluoromethyl)phenyl]pyrimidin-2-amine; 

N-(3,4-difluoropiienyl)-4-[2-(4-methoxyphenyl)pyrazolo[1 ,5-b]pyridazln-3-yl]pyrimid[n- 

2- amine; 

N-(2,3-dlhydro-1,4-benzodioxin-6-yl)-4-[2-(4-methoxyphenyl)pyrazolo[1 ,5-b]pyridazin- 

3- yllpyrimidin-2-amlne; 

N-[4-chloro-3-(trifluoromethyl)phenyl]-4-[2-(4-methoxyphenyl)pyrazoI^ 
b]pyridazin*3-yqpyrimidln-2-amine; 

N-phenyl-4-{2-[4-(trifluoromethyl)phenyl]pyrazoIo[1 ,5-b]pyridazin-3-yl}pyrimldln-2- 
amine; 

N-[3-(trifluoromethyl)phenyl]-4-{2-[4-(trifluoromethyl)phenyQpyr^^^ 

3- yl}pyrimldin-2-amine; 

N-(3,4-dffluorophenylH-{2-[4-(trifluoromethyl)phenyQpyi^ 
yl}pyrimidln-2-amine; 

N-(2,3-dihydro-1 ,4-benzodloxin-6-yl)-4-{2-I4-(trifluoromethyl)phenyilpyrazolo[1 ,5- 
blpyridazin-3-yl}pyrimldln-2-amine; 

N-[4-chloro-3-(trifluoromethyl)phenyll'4-{2-[4-(trifluoro^ ,5- 
blpyridazln-3-yl}pyrimldin-2-amine; 

4- [2-(4K:hlorophenyl)pyrazolo[1,5-b]pyridazin-3-yO-N-phenylpyrimldin-2-am 
4-[2-(4-chlorophenyI)pyrazolo[1,5-blpyrldazln-3-yll-N-[3- 
(trifluoromethyl)phenyr|pyrimidin-2-amine; 
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4-[2K4-chIorophenyl)pyrazolo[1,5-blpyridazin-3-yq-NK3.4-difluorophenyOpyrimW 
amine; 

4-[2-(4-chlorophenyl)pyrazolo[1,5-b]pyridazin-3-ya-N-(2,3-dihydro-1.4-benzodioxin-^^ 
yl)pyrimidin-2-amine: 

4-[2-(4-chlorophenyl)pyrazolo[1.5-blpyridazin-3-yIl-N-[4-chloro-3- 
(trifluoromethyl)phenyl]pyrimidin-2-amine; 

4-{6-methyl-2-[4-(trifluoromethyl)phenyl]pyrazolo[1,5-blpyridazin-3-yl}-N- 
phenylpyrimidin-2-amlne; 

N-(2,3-dihydro-1,4-benzodioxin-6-yl)-4-I6-methyl-2-(4-methylphenyl)pyrazolo[1,5- 
b]pyridazin-3-yGpyrimidin-2-amine; 

N-[3.5-bis(trifluoromethyl)phenyl]-4-pyrazolol1,5-blpyridazin-3-yl-2-pyrimidinamine; 

N-(3.5-dimethoxyphenyl)-4-pyrazolo(1,5-b]pyridazin-3-yl-2-pyiimidinamine; 

N-(4-sec-butylphenyl)-4-pyrazolo[1,5-b]pyridazin-3-yl-2-pyrimldlnamlne; 

N-(4-tert-butylphenyl)-4-pyrazolo[1,5-b]pyridazin-3-yl-2-pyrimidinamlne; 

N-(3,5-dlchlorophenyl)-4-pyrazolo[1.5-b]pyridazin-3-yl-2-pyrimldlnamlne; 

N-(3.4-dichlorophenyl)-4-pyrazolo[1,5-b]pyridazin-3-yl-2-pyrimidinamine; 

N-(3.5-difluorophenyl)-4-pyrazolo[1,5-blpyridazin-3-yl-2-pyrimidinamine: 

N-[3-bromo-5-(frifluoromethyl)phenyll-4-pyrazolo[1,5-b]pyridazin-3-yl-2- 

pyrimidinamine; 

N-(3.4-dihydro-2H-1.5-benzodloxepln-7-yl)-4-pyrazDlo[1.5-b]pyridazin-3-yl-2- 
pyrimidinamine; 

3-K4-pyrazolol1,5-blpyridazin-3-yl-2-pyrimldlnyl)aminol-5-{trifluoro^^ 

N-(3.4-dffluorophenyl)-4-pyrazolo[1,5-blpyridazln-3-yl-2-pyrimidlnamine; 

N-[4-chloro-3-(trffluoromethyl)phenyll-4-pyrazolo[1,5-blpyridazin-3-yl-2- 

pyrimidinamine; 

N-phenyI-4-(2-phenylpyrazoloI1,5-blpyridazin-3-yl)-2-pyrimldlnamlne; 
4K2H)henylpyrazolo[1.5-blpyridazin-^yl)-N-[3Ktrffluoromethyl)phenyll-2- 

pyrimidinamine; 

NH4^hloro-^(trtfluoromethyl)phenyn-4-(2-phenylpyrazolo[1,5-blpyridazln-3-y^^ 
pyrimidinamine; 

N-(2.3-dlhydro-1 ,4-benzodioxin-6-yl)-4-(2-phenylpyrazolo[1 ,5-blpyridazln-3-yl)-2- 
pyrimidinamine; 

N-(3,5-dffluorophenyl)-4-(2-phenylpyrazolo[1.5-b]pyridazln-^yl)-2-pyrimidinamlne; 
N-(3>difluorophenyl)-4-(2-phenylpyrazoloI1.5-b]pyridazln-3-yl>2-pyrimidmamin^ 
4-[2-(4-fluorophenyl)pyrazoloI1.5-b]pyridazln-3-yn-N-phenyl-2-pyrimldinamin6; 
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NK2.3-dihydro-1,4-benzodioxin-6-yl)-4-[2-(4-fluorophenyl)pyi^olo[1.5-blpyri 
yll-2-pyrimidinamine; 

4^2-(4-fIuorophenyl)pyrazolo[1.5-blpyridazin-3-yll-N43-(trffluoromethyl)phenyll-2- 
pyrimidinamine; 

N-[4-chloro-3-(trffluoromethyl)phenyll-4-[2-(4-fluorophenyl)pyrazolol1,5-b]pyridazin- 
3-yll-2-pyrimidlnamine; 

N-(3,4-difluorophenyl)-4-[2-(4-fluorophenyl)pyrazolol1,5-b]pyridazin-3-yll-2- 
pyrimidinamine; 

N-phenyI-4-{2-[3-(trifluoromethyl)phenyl]pyrazolo[1.5-b]pyridazin-3-yl}-2- 
pyrimidinamine; 

N-(2.3<lihydro-1,4-benzodioxin-6-yO-4-{2-[3-(trifluoromethyl)phenyllpyrazolon 
b]pyridazin-3-yl}-2-pyrimidinamine; 

N-[3-(trifluoromethyl)phenylH-{2-[3-(trifluoromethyl)phenyl]pyrazoIo[1,5-b]pyridazin- 

3- yl}-2-pyrlmidinamine; 

N-[4-chloro-3-(trifluorornethirl)phenyQ-4-{2-[3-(trifluoromethyl)phenyllpyrazolo[1.5- 
b]pyridazin-3-yl}-2-pyrimidinamine; 

N-(3Adifluorophenyl)-4-{2-[3-(trifluoromethyl)phenyllpyrazolo[1.5-blpyridazln-3-yO-2-^ 
pyrimidinamine; 

4- (6-methyl-2-phenylpyrazolo[1,5-blpyridazin-3-yl)-NH3henyl-2-pyi1midinamine: 
N-(2,3-dihydro-1 ,4-benzodloxin-6-yl)-4-(6-methyl-2-phenyIpyrazolo[1 .543]pyridazln-3- 
yl)-2-pyrimldinamlne; 

4-(6-methyl-2-phenylpyrazolo[1 .5-b]pyrldazln-3-yl)-N-[3-(trifluoromethyl)phenyll-2- 
pyrimidinamine; 

N-[4-chloro-3-(trffluoromethyl)phenyq-4-(6-methyl-2-phenylpyrazolo[1,5-b]pyrid^^^ 
yl)-2-pyrimidinamine; 

N-(3.4-difluorophenyl)-4-(6-methyl-2-i>henylpyra2do[1,5-b]pyridazln-3-yl)-2- 
pyrimidinamine; 

4-{6-methyl-2H3Ktrffluoromethyl)phenyqpyrazDlo[1,5-blpyrldazln-3-yO-N-phen^^^ 
pyrimidinamine; 

4-{6-methyi-2H3-(trifluorometiiyi)phenyilpyrazolo[1,5-b]pyridazin-3-yl)-N-[3- 

(trifluorometinyi)phenyil-2-pyrimldinamine; 
N-[4-chloro-3-(trifluoromethyi)phenyll-4-{6Hfnemyl-2-[3- 
(trifluoromethyi)phenyllpyrazoio[1,5-blpyridazin-3-yi}-2-pyrimidinamine; 
N-(3.4-difluorophenyl)-4-{6-nriethyl-2-[3-(trifluoromethyl)plienyi]pyrazolo[1,5- 

blpyridazin-3-yl}-2-pyrimidinamlne; 
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N-(2,3-dihydro-1,4-benzodioxin-6-yl)-4-{6-methyl-2-[3- 
(trifluoromethyl)phenyQpyrazolo[1,5-b]pyridazin-3-yl}-2-pyrimidinamine; 
4-[2-(4-fluorophenyl)-6-methylpyrazolo[1,5-blpyridazin-3-yQ-N-phenyl-2- 
pyrimidinamine; 

N-(2,3<lihydro-1,4-benzodioxin-6-yl)-4-[2-(4-fluorophenyl)-6-methylpy^^^ 
b]pyridazin-3-yl]-2-pyrimidinamine; 

4-[2-(4-fluorophenyl)-6-methylpyrazolo[1,5-blpyridazin-3-yl]-N-[3- 
(trifluoromethyl)phenyl]-2-pyrimidmamine; 

N-[4-c*iIoro-3-(trifluoromethyl)phenyQ-4-[2-(4-fluorophenyl)-6-met^^ 
b]pyridazin-3-yl]-2-pyrimidinamine; 

N-(3,4-difluorophenyl)-4-[2-(4-fluorophenyl)-6-nriethylpyrazolo[1 ,5-b]pyridazin-3-yl]-2- 
pyrimidinamlne; 

4-(2-cyclopropylpyrazolo[1,5-b]pyridazin-3-yl)-N-phenylpyrimidm-2-amine^ 

4-(2-cyclopropylpyrazolo[1,5-b]pyridazin-3-yl)-N-(3,4-difluorophenyl)p^^^ 

amine; 

4-(2-cyclohexylpyrazolo[1 ,5-b]pyridazin-3-yl)-N-phenylpyrimidin-2-amlne; 
, 4-(2-cydohexylpyrazolo[1,5-blpyridazin-3-yl)-N-(3,4-difluorophenyl)pyrim 
amine; or 

a salt, solvate, or physiologically functional derivative thereof. 

16. A phamiaceutlcal composition, comprising: 

a therapeutically effective amount of a compound as claimed in any one of claims 1 
to 7, or a salt, solvate, or a physiologically functional derivative thereof and one or 
more of phamiaceutically acceptable carriers, diluents and excipients. 

1 7. The phamiaceutical composition of claim 16, further comprising: 
at least one additional agent for the treatment or prophylaxis of diabetes. 

18. A pharmaceutical composition, comprising: 

a therapeutically effective amount of a compound as in claims 1 to 15, or a salt, 
solvate, or a physiologically functional derivative thereof, and one or more of 
phanmaceutically acceptable caniers, diluents and excipients for preventing or ^ 
treating conditions mediated by GSK-3. 
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19. A method of treating a disorder in a mammal, said disorder being mediated by 
inappropriate GSK-3 activity, comprising: 

administering to said mammal a therapeutically effective amount of a compound as in 
any one of claims 1 to 15, or a salt, solvate, or a physiologically functional derivative 
thereof. 

20. The method of claim 19, wherein the disorder is Type II Diabetes. 

21 . A compound as claimed in any of claims 1 to 7, or a salt, solvate, or a 
physiologically functional derivative thereof for use in;therapy. 

22. Use of a compound as in any of claims 1 to 1 5, or a salt, solvate, or a 
physiologically functional derivative thereof In the preparation of a 
medicament for use in the treatment of a disorder mediated by inappropriate 
GSK-3 activity. 

23. The use of dalm 22. wherein the disorder is Type II Diabetes. 

24. A method of treating diabetes in a mammal, including administering to said 
mammal a therapeutically effective amount of a compound as claimed in any 
of claims 1 to 7, or salt, solvate or physiologically functional derivative thereof. 

25. A method of treating diabetes in a mammal, Including administering to said 
mammal therapeutically effective amounts of (i) a compound as in any of 
claims 1 to 15, or salt, solvate or physiologically functional derivative thereof 
and (11) at least one additional antl-dlabetic therapy. 



